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(c) fragment of the sequence of SEQ ID NO:l,

which fragment potentiates cell death; or

(d) a derivative of (a) , (b) or (c)

.

--41. A polypeptide in accordance with claim 40
I

encoding a sequence comprisirhgr SEQ ID NO:l.

--42. A polypeptide in^accordance with claim 40

encoding a sequence comprising an analog of SEQ ID NO:l,

having no more than ten changes in the amino acid sequence of

SEQ ID NO:l, each said change being a substitution, deletion

or insertion of a single amino acid, which analog potent iates

cell death

--43. A polypeptide in accordance with claim 40

consisting of a fragment of the sequence of SEQ ID NO:l, which

fragment potentiates cell death.

\--44. A DNA sequence encoding a polypeptide in

accordance with claim 40.

4 D .

5l i-vm

/ \/accordance with claim 41.

DNA sequence encoding a polypeptide in

--46. A pNA sequence encoding a polypeptide in

accordance with clailm 42

— 47. A DMA sequence encoding a polypeptide in

accordance with claim\43.
j

--48. A DNA sequence in accordance with claim 44,

consisting essentially of SEQ ID NO: 2 or a portion thereof

encoding a polypeptide which potentiates cell death.--

5 (Amended) . A vector comprising a DNA sequence

according to claim 44.
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C3

c4-

11 (Amended) . A\method for producing a polypeptide

which directly or indirect! potentiate, cell death, which

\
comprises growing a transformed host cell according to claim 8

under conditions suitable foi the expression of an expression

product, effecting post-translational modification of said

expression product, as necessary, for obtaining said

polypeptide, and isolating saica expressed polypeptide.

12 (Amended) . /Antibodies or active fragments or

derivatives thereof

claim 40

cific for a polypeptide according to

Delete claim 13 and substitute therefor new claim 49

as follows:

C0 --49. A method for the modulation of the effect on

cells of the Bl polypeptide of SEQ ID NO:l, comprising

treating said cells with a polypeptide in accordance with

claim 40, wherein said treating of said cells comprises

introducing into said cells said polypeptide in a form

suitable for intracellular introduction thereof, or

introducing into said cells a DNA sequence encoding said

polypeptide in the form of a suitable vector carrying said

sequence, said vector being capable of effecting the insertion

of said sequence into
fc

said cells. --

14 (Amended) . A method according to claim 49,

wherein said treating of cells comprises introducing into said

cells a DNA sequence encoding said polypeptide in the form of

a suitable vector carrying said sequence, said vector being
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£y k> capable of effecting the insertion of said sequence into said

cells in a way that said sequence is expressed in said cells.

*y 15 (Amended). A method according to claim 14,

wherein said treating of said cells comprises:

(a) constructing a recombinant animal virus vector

carrying a sequence encoding a viral surface protein (ligand

that is capable of binding to a specific cell surface receptor

on the surface of said cells to be treated and a second

sequence encoding said polypeptide; and

' (b) infecting said cells with said vector of (a) .

16 (Amended) . A method for modulating the effect on

cells of the Bl protein of SEQ ID N0:1, comprising treating

said cells with antibocries or active fragments or derivatives

thereof, according to claSim 12, said treating being by

application to said cells af a suitable composition containing

said antibodies, active fragments or derivatives thereof,

wherein when said Bl protein df said^er^lls is exposed on the

extracellular surface, said comWsition is formulated for

extracellular application, a^d woen said Bl protein is

intracellular, said composition is\formulated for

intracellular application

.

17 (Amended) . A method for\ mo^u4r^£ing the effect on

cells of the Bl protein of SEQ r©**"l5o : l\ comprising treating

said cells with an oligonucleotide sequence encoding an

antisense sequence of at least part of a mRNA sequence

encoding said Bl protein, said oligonucleotide sequence being

capable of blocking the expression of said Bu protein.
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Delete claim 18 without prejudice and substitute

therefor new claim 50 as follows:

--50. A ^ethod according to claim 17, wherein said

treating of said cell\ is by transfection of said cells with a

recombinant animal viru\ vector by a process comprising:

(a) consfL^tini

carrying a seqi

that is capable of bindi

on the surface of said c

recombinant animal virus vector
a

5^al surface protein (ligand)

-*~cific cell surface receptor

treated, and a second

sequence comprising said

and

oligonucleotide sequence

;

(b) infecting said cells wit>h said vector of (a).--

(2^[0 (Amended) . A method for modulating the effect on

cells of the Bl protein of SEQ ID NO : 1 , comprising applying

the ribozyme procedure\in which a vector encoding a ribozyme

sequence capable of interacting with a cellular mRNA sequence

encodina a Bl protein of sKo ^T^'nO : 1 is introduced into said

cells in a form that perrn^

sequence in said cells,

sequence is expressed

cellular mRNA sequenc

resulting in the inhibit

in said cells.

xpression of said ribozyme

ein when said ribozyme

interacts with said

id mRNA sequence

on of said Bl protein

Delete claim 20 without prejudice toward the

continuation of prosecution thereof "in a divisional

application

.

Delete claim 21 without prejudice.
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22 (Amended). A pharmaceutical composition for the

modulation of the inflammation, cell death, cell survival or

other pathways in\cells which are modulated directly or

indirectly by the EHL protein of SEQ ID NO:l comprising a

pharmaceutically acceptable excipient and, as active

ingredient, at least one polypeptide according to claim 40.

A pharmaceutical composition for the

modulation of inflammation, cell death, cell, survival .or other

pathways in cells which are modulated directly or indirectly— V
. .

by the Bl protein of SEQ ID^NO:l, comprising a

pharmaceutically acceptable excipient and, as active

ingredient, a recombinant animal virus vector encoding a

protein capable of binding a cel\^surface receptor and

encoding said polypeptide according to claim 40.

\
24 (Amended) . A pharmaceutical composition for

\
modulating the inflammation, cell deateh, cell survival or

\other pathways in cells which are modulated directly o

indirectly by the Bl protein of SEQ ID N©:1, comprising a

pharmaceutically acceptable excipient and\ as active

ingredient, an oligonucleotide sequence encVding an antisense

sequence of at least part of a mRNA sequence\encoding of the

Bl protein mRNA sequence, according to claim 40.

Delete claim 25-28 without prejudice toward the

continuation of prosecution thereof in a divisional

application

.

2^
29 (Amended) . A method of modulating apoptotic

processes or programmed cell death processes (cell death
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2-- pathways) in which the Bl protein of SEQ ID NO:l is involved

directly or indirectly, ccxnprising treating said cells with

one or more polypeptide according to claim 40, wherein said

treating of said cells comprises introducing into said cells

said one or more polypeptideX in a form suitable for

intracellular introduction thereof, or introducing into said

cells a DNA sequence encoding ^aid one or more polypeptide in

the form of a suitable vector carrying said sequence, said

vector being capable of effecting the ingestion of said

sequence into said cells in a wa\/ that said sequence is

expressed in said cells.

30^(Amended) - A method of modulating cell survival

processes in whi&h. the Bl protein of SEQ ID NO:l is involved

directly or indirectlyxand which include the modulation of

cell survival, comprising tsceating said cells with one or more

polypeptide according to clairrN^^ wherein said treating of

cells comprises introducing into sa^id cells said one or more

polypeptide in a form suitable for intracellular introduction

thereof, or introducing into said cells a DtSA sequence

encoding said one or more polypeptide in the form of a

suitable vector carrying said sequence, said vector ^sjeing

capable of effecting the insertion of said sequence intxv said

cells in a way that said sequence is expressed in said cells.

which said polypeptide i

31 (Amended) . \A method for screening of a ligand

capable of binding to a polypeptide according to claim 40,

comprising contacting a inity chromatography matrix to

ached with a cell extract whereby
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the ligand is bound to said matrix, and eluting, isolating,

analyzing and producing Isaid ligand.

32 (Amended). \A method for screening of a DNA

sequence coding for a ligtand capable of binding to a

polypeptide according to claim 40, comprising applying the

yeast two-hybrid procedure in which a sequence encoding said

polypeptide is carried by one hybrid vector and sequences from

a cDNA or genomic DNA library are carried by the second hybrid

vector, transforming yeast Ihost cells with said vectors,

isolating the positively transformed cells, extracting said

second hybrid vector to obt

ligand, and identifying and

ain a sequence encoding said

producing said ligand.

33 (Amended) . A itietho< identifying and

producing a ligand capable modulating the cellular activity

modulated or mediated Jpy the] Bl protein of SEQ ID NO:l,

comprising

:

ii

polypeptide comprising

id capable of binding to a

le4st a portion of said Bl protein

having at least some\of the ajmino aoid residues of SEQ ID

NO:l, which include ess^itia^

of said Bl protein;

all of the prodomain (or CARD)

b) identifying and characterizing a ligand, other

than BCL2, TRAF2, or portions 'of a receptor of the TNF/NGF

receptor family or other known proteins having a prodomain

(CARD) , found by said screenin

binding; and

g step to be capable of said

T AVAILABLE COPY
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(M3 c) producing said ligand in substantially isolated

and purified form.

34 (Amended) method for identifying and

producing a ligand capable\of modulating the cellular activity

modulated or mediated by a polypeptide according to claim 40,

* *comprising

:

a) screening for licrand capable of bind ina to a

polypeptide comprising at least the carboxy terminal portion

of the Bl sequence of SEQ IDlNO:!, including the prodomain

(CARD)

;

b) identifying and characterizing a ligand, other

than BCL2, TRAF2, or portions lof a receptor of the TNF/NGF

receptor family or other known! proteins having a prodomain

(CARD) , found by said screening sj>^p to be capable of said

binding; and

c) producing s ligend in substantially isolated

ana pun tied form.

35 (Amended) . AjnetJ>ra for identifying and

producing a ligand capable of modulating the cellular activity

modulated or mediated by the Bl

least the N-terminal portion of

NO:l, including substantially all of the kinase domain of Bl;

t5tein, comprising

a) screening for a lie and capable of binding to at

the Bl sequence of SEQ ID

b) identifying and ch<

than BCL2, TRAF2 , or portions of a receptor of the TNF/NGF

receptor family or other known intracellular modulatory

racterizing a ligand, other

V
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CA5> proteins, found by

binding; and

c) produc

and purified form.

reening step to be capable of said

igand in substantially isolated

36 (Amended) . A method for identifying and

producing a molecule capable of directly or indirectly

modulating tKe cellular activity modulated or mediated by the

Bl protein of SEQvID NO:l, comprising:

a) screening for a molecule capable of modulating

activities modulated or Tqediated by said Bl protein;

b) identifying ami characterizing said molecule; and

c) producing said molecule in substantially isolated

and purified form.

37 (Amended) . A method for\identifying and

producing a molecule capable of directly >qr indirectly

modulating the cellular activity modulated mediated by a

polypeptide according to claim 40, com]
• *

a) screening for a molecule capable of m ating

activities modulated or mediated by said polypeptide;

b) identifying and characterizing said molecuJ^; and

c) producing said molecule in substantially isol

and purified form.

Delete claim 38 without prejudice.

Delete claim 39 without prejudice toward the

continuation of prosecution thereof in a continuing

application

.
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